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DETAILED ACTION 

Priority 

It is acknowledged that the instant application is a National stage application of 
PCT/JP03/04761 , filed 4/15/2003 and receives priority to Japanese patent 20021 12364, 
filed 4/15/2002. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1-8 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claims 1,3,5 and 7 are vague and indefinite because they recite a vector 
comprising a reporter gene and PXR binding regions as part of a CYP3A gene, but it is 
not clear whether or not the reporter gene is operably linked to the CYP3A gene. 

Claims 2, 4, 6 and 8 are vague and indefinite because they recite "7.7k" and 
"7.4k" and it is not clear what "k" denotes. It the Applicants intend "k" to be an 
abbreviation for kilobase, it would be remedial to change "7.7k" to "~7.7kb~" for 
example. Claims 2, 4, 6 and 8 are vague and indefinite because they recite, a "362 (ER- 
6) region", and it is unclear what is meant by "362". 

Claims 6 and 8 are vague and indefinite because they respectively recite the 
phrases "the method according to claim 5" and "the method according to claim 7" and 
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claims 5 and 7 are drawn to reagents and not methods. Therefore, it is not clear to what 
methods claims 6 and 8 refer. 

Claims 1 , 3, 5 and 7 are vague and indefinite because they recite the phrase "at 
least 3 human PXR binding regions falling within an untranslated region of a human 
CYP3A gene" and it is not clear if the claimed vector comprises only the "at least 3 
human PXR binding regions" or if the claimed vector comprises the "at least 3 human 
PXR binding regions" in the context of the untranslated region of the human CYP3A 
gene. 

Claim Rejections • 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a 
foreign country or in public use or on sale in this country, more than one year 
prior to the date of application for patent in the United States. 

Claims 3, 4, 7 and 8 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Goodwin etal (Mol. Pharm. 1999, Vol. 56, pp 1329-1339, of record). 

Goodwin et al teach a method to measure CYP3A4 induction by rifampicin, 
indicated by luciferase expression, comprising the use of a plasmid construct p3A4-362 
(7836-7208ins) comprising a luciferase reporter gene and portions of the promoter 
regions located at bases (-7836 to -7208) and (-362 to +53) of the human CYP3A4 
gene. These promoter regions comprise PXR response elements known as dNR1, 
dNR2, MIE and ER-6 (see page 1330, right column, last paragraph, page 1333, Figure 
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4, and page 1335, left column, 1 st full paragraph, in particular), which reads on a 
plasmid vector comprising a detectable reporter gene and at least 3 human PXR 
binding regions falling within an untranslated region of a human CYP3A gene. Goodwin 
et al also teach that the plasmid construct p3A4-362 (7836-7208ins) was transfected 
into a human liver cell line (HepG2) in order to examine CYP3A4-luciferase induction by 
rifampicin, RU486, dexamethasone, rifampicin, phenobarbitol, metyrapone, phenytoin 
and pregnenolone 16a-carbonitrile or clotrimazole (see page 1335, right column, 2 nd full 
paragraph, for example) which reads on a method of measuring human CYP3A 
inducibility on administration of a test drug by culturing human cells in a medium 
containing the test drug, the transformed human cell being created by means of transfer 
of DNA in a plasmid vector and then measuring the expression level of the reporter 
gene and a reagent for measuring CYP3A inducibility comprising said cells. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1, 2, 5 and 6 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Goodwin et al (Mol. Pharm. 1999, Vol. 56, pp 1329-1339, of record), in view of 
Furukawa et al (J. Biochem. 2002, Vol.131, pp.71-78, of record). 
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Applicants claim a method for measuring human CYP3A induction upon 
administration of a test drug, comprising administering a test drug to a non-human 
animal, or a population of cultured human cells, infected with viruses (A) and (B); virus 
(A) being an adenovirus vector comprising a detectable reporter gene and at least 3 
human PXR binding regions falling within an untranslated region of a human CYP3A 
gene, and virus (B) being an adenovirus vector comprising a human PXR cDNA; and 
determining the expression level of the reporter gene. 

Goodwin et al teach a plasmid construct p3A4-362 (7836-7208) comprising a 
luciferase reporter gene and portions of the promoter regions located at bases 
(-7836 to -7208) and (-362 to +53) of the human CYP3A4 gene. These promoter 
regions comprise PXR response elements known as dNR1, dNR2, MIE and ER-6 (see 
page 1330, right column, last paragraph, page 1333, Figure 4, and page 1335, left 
column, 1 st full paragraph, in particular). Goodwin et al also teach an hPXR expression 
vector which was cotransfected into a human liver cell line (HepG2) in order to examine 
CYP3A4 induction by rifampicin, which was indicated by luciferase expression (see 
page 1335, right column, 2 nd full paragraph, for example). 

Goodwin et al do not teach that the DNA constructs are present in adenoviruses 
that are being used as vectors. 

Furukawa et al teach an adenovirus reporter vector comprising a luciferase 
reporter gene and a portion of the promoter region of the human CYP3A4 gene (-362 to 
+11 nt), which includes an ER-6 PXR binding region (see page 72, left column, last 
paragraph, for example). The CYP3A4 adenoviral reporter vector was used to infect 
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cultured HepG2 liver cells and mice in order to determine the effect of drugs such as 
dexamethasone, rifampicin or clotrimazole on CYP3a4 induction driven reporter activity 
(see page 74,1 st full paragraph, for example). 

It would have been obvious to one of ordinary skill in the art to modify the 
teaching of Goodwin et al to use an adenoviral vector to deliver CYP3A4 to cells and 
non-human animals because Furukawa et al suggest that adenoviral vectors may 
alleviate problems with in vitro drug effect studies such as alteration in expression 
profiles of drug-metabolizing enzymes when studied in vitro with immortalized cultured 
cells, and alteration of gene activation by artificial promoters (see page 71, right column, 
1 st full paragraph, for example). The motivation to do so would be the benefit of being 
able to more accurately determine the effect of a test drug on human CYP3A inducibility 
in cells and in non-human animals. There is reasonable expectation of success in using 
an adenoviral reporter vector to introduce CYP3A4 constructs because this has worked 
previously in the cited techniques. 

Given the teachings of the prior art and the level of skill of the ordinary skilled 
artisan at the time the invention was made, it must be considered that said ordinary 
skilled artisan would have had a reasonable expectation of success in practicing the 
claimed invention. 

Conclusion 

No claims are allowed. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Laura McGillem whose telephone number is (571) 272- 
8783. The examiner can normally be reached on M-F 8:00-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Irem Yucel can be reached on (571) 272-0781. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

Laura McGillem, PhD 
10/27/2005 




